Analysis
The targeted pharmaceuticals were extracted with solid phase extraction methodology previously applied for sewage (Leung et al. 2012) with modifications for broadening the number of analytes and utilizing 9 isotopically-labeled standards instead of only 13 C-caffeine for reducing analytical uncertainties. Briefly, 500 mL of each sample was combined with 5 mL 5% (w/v) EDTA, acidified to pH 3-3.3 and then loaded on Hydrophilic-Lipophilic Balanced (HLB) cartridges preconditioned by methanol and water. After loading, the cartridge was rinsed with water and eluted with 4 mL methanol. The eluate was reduced to near-dryness (<0.1 mL) under a gentle stream of nitrogen, reconstituted to 0.5 mL with water and then centrifuged at 9000 rpm for 10 min. The final extract was spiked with 62.5 ng 13 C-phenacetin, 100 ng 13 C 3 -ibuprofen and 13 C 3 15 N-ciprofloxacin, and 50 ng of each remaining internal standard in order to compensate for matrix effects during instrumental quantification. For matching internal standards with analytes, we followed the quantitative methods applied in Gros et al. (2009) with slight amendments in order to minimize matrix effects. First, the slope difference of two calibration curves separately constructed in Milli-Q water and in tap water extract was calculated for each analyte. This difference was regarded as a matrix-induced interference factor and we then selected an appropriate internal standard for instrumental quantification in order to minimize the factor as close as 0 as possible. If the analyte was subject to limited matrix effects and the external calibration curve alone was the best quantification method, no internal standard was assigned. A 10 µL aliquot of extract was injected into an Agilent 1100 HPLC system (Palo Alto, CA, USA) and chromatographic separation was performed using an XBridge TM C18 column (2.1 x 50 mm, 5 µm, Waters Corporation). Analytes were ionized in electrospray ionization (ESI) source operated in positive and negative modes. Two mass transitions of each parent compound were monitored by an ABSciex 2000 QTRAP triple quadrupole tandem mass spectrometer (MS/MS) (Toronto, Canada) for quantification and confirmation in multiple reaction monitoring (MRM) mode except ibuprofen and the mass-labeled internal standards. Quantification was carried out by normalizing analyte peak area by the corresponding internal standard peak area in sample extracts and substituting into the linear equation of a seven-point external calibration curve (0-400 µg/L) constructed in Milli-Q water.
Quality assurance/quality control
Each individual sample was accompanied by a corresponding field blank (pure water fortified with ascorbic acid) and procedural blanks (n = 15) were analyzed with each sample batch. We found no background contaminations during sample collection, transportation and analysis. The matrix-matched limit of quantification (LOQ) was defined as the sum of the average and ten times the standard deviation of all procedural blank values and then corrected by the degree of matrix effects (Leung et al. 2012) . LOQs ranged from 0.2 to 26.1 ng/L. Matrix-spiked absolute recoveries (n = 25, at 100 ng/L) ranged from 64.4% to 105%, with relative standard deviations mostly lower than 20% (Supplemental Material, Table S1 ).
Derivation of DWELs and risk assessment
The acceptable daily intake (ADI) or risk-specific dose (RSD) were derived using toxicological, microbiological or therapeutic approaches applied previously (Bruce et al. 2010; Schriks et al. 2010; Schwab et al. 2005 Figure S1 See Supplemental Material, Table S2 for key to the location names and additional information about each location. 
